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PURPOSE: To provide a method for pharmaceutically manufacturing a medicine for oral 
administration, comprising a sedative or an antiinflammatory agent, especially aspirin as a base. 
CONSTITUTION: This method for pharmaceutically manufacturing a medicine for oral 
administration, containing at least one solid active ingredient which is adsorbed on a base and 
exists in the form of finely dispersed microparticles comprises impregnating a solution having 
dissolved the active ingredient into a substrate and evaporating a solvent. The solvent is 
characteristically composed of a bifunctional substance constituted of an ac|juvant having 
solubility and lubricating properties in an organic main component and a main solvent 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the 
original precisely. 

2. **** shows the word which can not be translated. 

3. hi the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim l]hitemal application which exists in a form of microscopic particles which this active 
principle distributed minutely including at least one active principle of a solid state 
characterized by comprising the foUowmg which adsorbed on a base, especially a method of 
manufacturing medicine of internal use. 

Dissolve an effective start ingredient in a suitable solvent, and a solution which this dissolved 
is impregnated on a food base material which has a structure that it can blend with these 
effective main ingredients pharmacologically, and suitable, A solvent is evaporated from a 
solution which adsorbed in this base material, it consists of a process to which a fine crystal 
which adsorbed a wall and inside a base by this is made to form in, and reduction of the 
effective main ingredients is urged, and a solvent is the main ingredients of organic nature. 
An adjuvant which is fusibility in the main solvent and has lubricity in solid form in ambient 
temperature. 

[Claim 2] A method of becoming porosity by the shape of sponge and winning microscopic 
particles of the effective main ingredients according to being impregnated of an adjuvant 
which the main solvent evaporated and was set in bridge construction mold structure of a base, 
after a base which was bridge construction mold structure at the time of a start enforces this 
method according to claim 1 [Claim 3]A method according to claim 1 or 2 characterized by 
giving evaporation in ambient temperature by a process which dries ambient pressure by 
reducing, i.e., a vacuum, and requires a base in a base after adsorption of a solvent so that it 
may have the porous structure of the shape of regular sponge which hides a fine crystal of the 
effective main ingredients [Claim 4]A method comprising according to claim 1 or 2: 
A formation process is uniformity of a base. 

A pressing operation for acquiring an administration unit which consists of paste state, a 
tablet, granulation, or a pill following this, etc. 

[Claim 5]A method of using as local administration pharmaceutical preparation which used a 
sedative or an antiphlogistic, especially aspirin as a base, or is made to assimilate directly via 
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hypoglottis membrane according to any one of claims 1 to 3 [Claim 6]A method of consisting 
of 1 fimctional-group lower alcohol chosen from a group \vho a solvent of bivalence to be 
used consists of alcohol which has low steam pressure as a main solvent, and consists of 
methanol, ethanol, butanol, and propanol further according to any one of claims 1 to 3 [Claim 
7] A method according to claim 6 which uses alcohol and is characterized by the concentration 
being 90 degrees or more preferably at the time of a start [Claim 8]A method according to any 
one of claims 1 to 3, wherein an adjuvant which contains in a solvent of bivalence and is 
dissolving is organic polymer chosen so that the solubility of an active principle in the main 
solvent may not be limited [Claim 9]A method of consisting of organic polymer which an 
adjuvant dissolves in lower alcohol and water according to claim 6 [Claim 10] An adjuvant 
GURISEDO derivatives, such as monoglyceride and diglyceride, Polyethylene Glico which 
molecular weights differ and it is between 1500 and 8000 preferably RU (PEG), Ester of 
alcohol amines, ether, Ester, ether of diethanolamines. Ester of monoisopropanolamines, ether. 
Ester, ether of isopropanolamines. Ester of monoethanolamines, ether, ethoxyl amine. The 
ethoxyl-ized derivatives of fatty acid, polyether alcohol of alkyl amyl, Polyether alcohol, ester 
species and ether of ARUKANORU amide. Especially The acid ester of monoglyceride and 
diglyceride, and fatty acid ester. Ester species of a polyethylene glycol (PEG), especially 
mono- laurate of PEG, Stearate, distearate, ester species and ether of propylene glycol, The 
ethoxyl-ized derivatives, phenols of ester species of polyglycerol, ether and ester species of 
polyglycol, ether and ester species of glycol, ether and alcohols, and fatty alcohol, The 
propoxyl-ized derivatives of fatty alcohol and alkylphenols. Ester species of ethoxy 
alkylphenol and sorbitan, especially monostearate of sorbitan. Ester species of saccharose, 
especially palmitate and stearate glycol of saccharose, Sorbitan, polyoxy ether of glycerol, 
lecithin and derivatives. Ester species of alkylamide, hydrogenation ethoxylation castor oil, 
and ethoxylation sorbitan. Ester species of ethylene glycol, a copolymer and polymer of 
ethylene and propylene oxide, A method of choosing out of a group of polymer which 
consists of the derivatives of ethanolamine of fatty acid, the derivatives of diethanolamine of 
fatty acid, a polycondensation thing of ethyleneoxide, and a polycondensation thing of a 
polypropylene glycol according to claim 8 or 9 [Claim 1 1]A method of pouring in an adjuvant 
at a rate of 10 to 60% of entire weight of a solvent of bivalence according to any one of 
claims 1 to 10 [Claim 12] A method of pouring in an adjuvant at a rate of 10 to 200 mg about 
a 1 .4-g tablet into a solvent of bivalence according to any one of claims 1 to 11 [Claim 13] A 
method according to any one of claims 1 to 12, wherein a base is chosen from a group of an 
edible charcoal hydrate [Claim 14] A method according to any one of claims 1 to 13, wherein 
a base consists of sorbitol or mannitol [Claim IS] A method according to any one of claims 1 
to 14 continuing until being impregnated and absorption of a solvent by a base are saturated, 
and homogeneous distribution of a solution absorbed in a base is acquired, and this state is in 
each granulation and it is obtained between granulation [Claim 1 6] A method according to any 
one of claims 1 to IS repeating until it passes along some continuous reinforcement cycles of 
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a fine crystal, each cycle consists of a process of being impregnated, and a process of 
evaporation following it and it becomes optimal saturating a base of a fine crystal [Claim 
17]Drugs having consisted of at least one active principle which a patient licks or was taken 
in a hypoglottis course, and which exists in a form of a fine crystal in a base with 
pharmaceutical preparation, such as a paste, granulation, a pill, and a tablet, especially, and 
acquiring this fine crystal distribution by a method according to any one of claims 1 to 16 
[Claim 18]The dmgs according to any one of claims 1 to 1 7 which exist in a form of a fine 
crystal in a base, consist of an active principle contained in a form of a fine crystal in structure 
of the shape of sponge, or the shape of air bubbles, and are characterized by a size of a fine 
crystal being usually smaller than 10 microns [Claim 19]The drugs according to claim 17 or 
18, wherein an active principle consists of aspirin returned to a form of a fine crystal within a 
base material which consists of sorbitol or mannitol [Claim 20]The drugs according to claim 
19 consisting of an acidifying agent or equivalent acidifying agents, such as citric acid [Claim 
21]The dmgs according to claim 19, wherein an ingredient of each tablet consists of aspirin 
which carried out shape of a 10 to 200-mg fine crystal fi'om the weight 100 on a base of 
sorbitol which is 2500 mg [Claim 22]except for aspirin which carried out shape of a fine 
crystal - (quaternary ammonia, CHLOREXHIDINE, etc.) antiseptic and (Bacitracine, 
Tyrothricine, Fusafungine, etc.) antibiotic - (MIKONAZORU and nystatin.) partial antifungal 
[, such as amphotericin B, ] - (Acyclovir and Azido-thymidine- (AZT)O antivirotic [, such as 
alpha interferon, ] - (ticlopidine.) prostacyclin, FURUBI pro Foehn, and JIPIRAMIDORU 
anticoagulant - (allantoin.) azulene keloplasty accelerator and (RISOZOIMU, papain, 
bromelain, etc.) enzyme - (procaine.) the dmgs according to claim 18, 19, or 20 characterized 
for one or an auxiliary active principle beyond it chosen from a group who consists of 
painkillers, such as a tetracaine and SUTOVAIN, by a thing [ a thing ] it is independent or 
have a synergistic effect, and which come out [ combines and ] and contain [Claim 23] The 
drugs according to claim 18, 19, 20, or 21 making sorbitol or maimitol which made a fine 
crystal of aspirin support contain hydrophile colloid-like polymer at a rate of 0.5 to 5% 
[Claim 24]Hydrophile colloid-like polymer Gum arabic, TORAKAGANTOGOMU, pectin 
(polygala KUTORO nick acid), It is chosen from a group who consists of alginic acid, a 
derivative, carrageenin, agar, guar gxmi, a ♦♦♦♦♦♦♦♦ wig, etc., A cellulose derivative A 
methyl cellulose, a hydroxyethyl cellulose, A hydroxy pro pull cellulose, 
carboxymethylcellulose, a hydroxy propyhnethyl cellulose, Are a methylethyl cellulose etc. 
and synthetic polymer Poly vinyl PIRORURIDON, Are carbovinilic acid (cull BOPORU) etc. 
and an inorganic derivative, They are bentonite, montmorillonite, weegum (registered 
trademark), etc., polymer of living thing origin - a xanthene, gelatin, and a scleroglucan -- 
dextran — **** - the dmgs according to claim 23, wherein conversion starch is 
carboxymethyl starch, hydroxyethyl starch, hydroxypropyl starch, and those salts [Claim 
25]The effective main ingredients which are carrying out shape of a crystal are 2 to 200 mg in 
rate, Bepridil, molsidomine, azidothymidine, interferon alpha, A therapeutic reagent 
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belonging to a group of aciclovir, or other antivirotics, Drugs effective in a****** system 
which has a conunon remedy agent effective in a central nervous system taken in a 
hypoglottis course, an anticancer operation, or a hormone action, In addition, the drugs 
according to any one of claims 17 to 24 consisting of all vulnerable substances that must be 
repeatedly taken in order are with short half-lives and to keep organic activity steady [Claim 
26]The drugs according to any one of claims 17 to 25, wherein the different effective main 
ingredients which fine-crystal-ized or were connected in the same base are connected in 
process of manufacture under existence of aspirin or absence 



DETAILED DESCMPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application]This invention relates to the pharmaceutical preparation method of the 

ingredient for a therapy. 

[0002] 

[Description of the Prior ArtjIn order to obtain an effective product in the state where it 
distributed minutely, conventionally, it lets the evaporation process of a solvent pass for the 
base dissolved the effective main ingredients (water un-dissolving or mostly un-dissolvmg) in 
the organic solvent, and you made it impregnated with a solvent after that, In order to make 
an active principle recrystallize within the supporting structure which carried out shape of the 
small crystal and to, give desirable high specific surface area as a resuh, making it distribute 
within the base of a carrier itself is studied. This kind of method is indicated by the European 
patent application No. 0287488 above all. Although it was different for the principle having 
an interesting thing and there was nothing to have, in considering industrial manufacture 
especially aboiit operation, there was a problem. 
[0003] 

[Problem(s) to be Solved by the InventionJThe main problem is produced from homogeneity 
being missing between a base and the particles which constitute the fine crystal grain by 
which the inside of a base and the surface, especially the coarse surface, are adsorbed. 
Adhesive strength cannot be secured vAien having passed through some processes along 
which it passes since it becomes the pharmaceutical preparation of a gestalt in which a base 
and its contents are permitted since homogeneity is missing between two solids, i.e., a tablet. 
[0004] With for example, a suction force required in the evaporation process under a vacuum, 
in order to perform advantageous processing and to evaporate a solvent immediately, the gas 
air current in which the fine crystal of the request which separation of an assembly starts and 
consists of detailed dust which is about several microns attracts this - being certain - grade 
company is carried out, as a result, a base is weakened, and the loss of an effective substance 
is produced further. Since this phenomenon is seen also in next down stream processing and 
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differs in the size of a base and a fine crystal, when manufacturing a tablet, it poses a problem. 
Existence of a fme crystal makes fnctional force and adhesive strength superfluous, the 
mobility of the mixture in a press machine is limited, and operation of a high speed and a 
highly efficient manufacturing machine stops succeeding. 

[0005]The high specific surface area of the fine crystal made desirable within the limit [ of the 
purpose of this invention ] at the last increases the phenomenon ^^^ich is seen during 
manufacture of a tablet and as for which seizure becomes, although the lubricant usually used 
for manufacture of a tablet maintains the conditions that speed, quality, etc. are preferred, it 
becomes impossible to demonstrate an effect enough, and the quality of a tablet deteriorates. 
Therefore, in spite of having been interested enough on pharmaceutical preparation and 
conunerce, industrial operation of the technique which performs high-density fine dispersion 
on a base was not completed. 
[0006] 

[Means for Solving the Problem]In this invention, this fault can be compensated, conditions 
which maintain the homogeneity of a fine crystal by which a base and a supporting agent 
were adsorbed can be provided, and the latter can be processed with the conventional 
manufacturing machine. 

Therefore, a disadvantageous point which was mentioned above is avoidable. 

[0007]In order to attain this purpose, in an example of this invention. Afler it secures first 
from a cross-linking integrated state that distribution of a fine crystal in a base which became 
Mr. Sponge with porosity during operation is homogeneous and these fine crystals set it at a 
predetermined place, it is made to be stabilized, and a fine dispersion method which prevents 
a loss or separation under manufacture is enforced. 

[0008]This invention is a therapy ingredient fiirther for intemal application, especially taking 
orally, it is related with a method of performing pharmaceutical preparation-ization of an 
active principle of at least one solid state which adsorbs on a base, and active principle 
products are in a microscopic-particles state distributed minutely, and a method consists of the 
following processes. 

- A process of dissolving an active principle which is a starting material mto a suitable solvent, 
and a solution obtained in this way, A process which a solvent is evaporated with a suitable 
structure from a solution which adsorbed in these effective main ingredients, and a process 
and this support with which it is impregnated on edible support which suits pharmacologically, 
and is made to reconstruct by formation of a fine crystal by which the effective main 
ingredients were adsorbed on a wall and a base. 

As for the feature of this invention method, a solvent consists of two ingredients of an 
adjuvant of fusibility within a main solvent by a solid in a main solvent and ambient 
temperature of organic nature, and, as for an adjuvant, it has a lubrication characteristic 
further. 
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[0009] Although breadth of a crystal is limited at the time of formation of a fme crystal and a 
wall of a base is further fixed to these fine crystals firmly on the other hand by carrying out 
this invention. This is because fixing to an adsorption wall surface of a fine crystal is attained 
by existence of this adjuvant and distribution by parasitic prehension (parasitic entrainment) 
and a subsequent manufacturing process can be avoided. In addition, there is an advantage 
which can acquire an outside which a base generally made the shape of a grain, and, thereby, 
use on industry becomes easy. 

[00 10] According to a method of this invention, by reducing ambient pressure after absorption 
of a solution in more detail. That is, by making it dry under a vacuimi, sponge-like structure is 
given with regular and porosity which conceal a fine crystal which is an active principle about 
a base at through and a base at a process which evaporates a solvent in ambient temperature. 
[0011]In a formation process, the feature of this invention is performing compression and 
forming paste state, a tablet, a pellet, a pill, etc. for every medication unit, after unifomiing a 
base. In such a manufacturing process, the adjuvant can attenuate frictional force produced 
from a contact surface with the special feature, can improve the slide characteristic of an 
element within the base, and a wall during outer wall formation of a tablet, and can secure a 
final texture. 

[0012]In this invention, further, a medicine is directly prescribed for the patient via local 
administration or hypoglottis membrane, and is prescribed for the patient in a hypoglottis 
course. 

Therefore, it is advantageous to manufacture of a painkiller of a high aspirin base of 
especially a general curative effect, or an antiphlogistic. 

[00 13] According to another feature, a solvent of bivalence to be used comprises alcohol of 
low steam pressure, and low-grade monofunctional alcohol chosen from a group who consists 
of methanol, ethanol, butanol, and propanol in more detail as a main solvent. Alcohol is 
preferably used from concentration of 90 degrees or more in more detail. It is contained in a 
solvent of bivalence and an adjuvant which is dissolving comprises organic polymer which 
does not limit solubility of an active principle of a main solvent. An adjuvant comprises in 
more detail organic polymer which dissolves in lower alcohol and water. 
[0014]Finally, an adjuvant is chosen from the following polymer groups. 

- Monoglyceride diglyceride polyethylene glycol (PEG) 

- Ester of alcohol amines. Ester of ether and diethanolamines. Ester of ether and 
isopropanolamines. Ester of ether and monoethanolamines, the polyether alcohol ester of 
polyether alcoholic ARUKANORU amide of ethoxyl-ized derivative alkyl amyl of ether and 
ethoxyl amine fatty acid, ether Ester species of an acid ester fatty-acid-ester polyethylene 
glycol (PEG) which is especially monoglyceride and diglyceride : Especially Mono- laurate 
of PEG, Stearate, Ester species of distearate propylene glycol. Ester species of ether 
polyglyceroL Ester species of ether polyglycol. Ester species of propoxyl-ized derivative 
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ethoxy alkylphenol sorbitan of ester species of ether glycol, ether alcohols, the ethoxyl-ized 
derivatives of fatty alcohol, phenols fatty alcohol, and alkylphenols :. Ester species of 
monostearate saccharose which is especially sorbitan : Especially Palmitate of saccharose, 
stearate glycol, sorbitan, The polyoxy ether lecithin of glycerol, derivative alkylamide 
ethoxylation, A polycondensation thing of a polycondensation thing polypropylene glycol of 
derivative ethyleneoxide of ester species ethylene of ester species ethylene glycol of 
hydrogenated-castor-oil ethoxylation sorbitan, a copolymer of propylene oxide, and 
diethanolamide of derivative fatty acid of ethanol amide of polymer fatty acid 
[00 15] According to the feature of further this invention, an adjuvant is introduced at a rate of 
10 to 60% of the full weight into a solvent of bivalence. According to the feature of another 
this invention, a base is chosen from a group who comprises an edible charcoal hydrate. 
According to the feature of another this invention, a base comprises sorbitol or mannitol. 
[00 16] According to one example of this invention method, it carries out continuously until a 
solution by which it was saturated a base being impregnated and making it absorb a solvent, 
and a base was adsorbed will be in a homogeneous state, but as for this both, this state must 
appear among particles within each particle. 

[0017]In operation of this invention method, a base passes some continuous concentration 
cycles within a fine crystal, each cycle comprises an impregnation process and an evaporation 
process, and a cycle is repeated until saturation of a fine crystal becomes the optimal. 
[0018]Further, this invention relates to a pharmaceutical preparation method of drugs, and 
especially an administration person sucks it, or, Paste state, granularity and a pill suitable for 
taking as a hypoglottis agent, a tablet, and other shape are made, at least one active principle 
is carrying out fine dispersion into a base, and it is characterized by performing this fine 
dispersion by a method specified above. 

[0019]In more detail, these drugs comprise in a base an active principle which is carrying out 
fine dispersion, it is contained in structure to the shape of sponge or air bubbles in shape of a 
fine crystal, and a size of a fine crystal is usually 1 0 microns or less. 

[0020]According to one example of drugs which have the above-mentioned feature, effective 
products comprise aspirin retumed in the form of a fine crystal on a carrier which comprises 
sorbitol. If it says in more detail, drugs mentioned above comprise citric acid and other 
equivalent oxidizers based on aspirin which carried out fine dispersion. A presentation of each 
tablet contains aspirin of a form of a fine crystal where 200 mg of weight of sorbitol etc. is 
contained from 10 mm to a base top which is 100 to 2500 mg. 

[0021] According to another example, there is the feature of these drugs in one or an auxiliary 
active principle beyond it chosen from a group which comprises the following being included 
as a combination with a synergistic effect in addition to aspirin which carried out fine 
dispersion. 

- (Quaternary ammonia, CHLOREXHIDINE, etc.) Antiseptic and (Bacitracine, Tyrothricine, 
Fusafimgine, etc.) antibiotic - Q [ MIKONAZORU and ] Partial antifungal [, such as nystatin 
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and amphotericin B ] - Q [ Acyclovir, Azido-thymidine (AZT) and ] An antivirotic, a 
keloplasty accelerator, an enzyme, and painkillers, such as interferon (procaine, a tetracaine, 
SUTOVAIN, etc.) [0022] 

[Best Mode of Carrying Out the Invention]Although some examples of this invention which 
applied aspirin to the manufacture of drugs used as the base are described below, This method 
can be used for the drugs of a large number which have short half-life of several minutes from 
that the bioavailability in the same physicochemical feature (weak water solubility, invasion 
to an in-house, non-taste, low tolerance) or digestive system is imperfect, or several hours. If 
it illustrates, can use for diltiazem, nifedipine, molsidomine, amiodarone, bay PURI JIRU, 
prostacyclin and its analogue, all ticlopidine, its analogue or peptide nature substances that 
have anticancer nature and a hormone action, etc., but. This illustration does not limit this 
invention. According to the first example of this invention, the process indicated below is 
constituted. 

[0023]The first process: Manufacture the solvent of the bivalence which changes considering 
the alcoholic solvent which comprises lower alcohol, such as ethanol, as a main solvent. By 
making this into a base, at a rate of 0.5 to four copies, the adjuvant which comprises a 
polyethylene glycol (PEG6000) is added and it dissolves. The aspirin of three to five copies is 
added for ethylglycol (95-degree ethanol) into ten to 20 copies, and the mixture which 
contains two copies of PEG(s) from 0.5. The optimal rate is at least one copy about aspirin 
per eight copies from six copies of solvents of bivalence. 

[0024]The second process: It is preferred to distribute this aspirin solution using the 
conventional-type mixer used by the drug industry on the base material of the base which can 
be used for a sorbitol type and other water-soluble inner-mouth locks. The sorbitol used here 
has the bridge construction mold structure which is looked at by photograph NO.l of 
attachment. Under these conditions, the solution is impregnated also among the particles 
vnUnn particles in the state with completely homogeneous particles of the base obtained from 
sorbitol. The sorbitol particles with which the solution was impregnated are dried by ambient 
temperature within a vacuum evaporator. This being impregnated and an evaporation cycle 
are repeatedly performed until the fine crystal of aspirin will be in the optimal saturation 
within a sorbitol group agent. 

[00253The third process: Mix with the product used in order to improve drug effect, the taste, 

or appearance regardless of the existence of dmg effect, and make a manufacturing method 

easy, after letting to a screen aspirin reduced in the form which was carried out in this way 

and carried out fine dispersion into the sorbitol group agent pass. 

[0026]The fourth process: The mixture which comprises the particles or granulation of 

sorbitol which uniforms and contains the fine crystal of aspirin in inside in the back is pasted 

up on the wall of sorbitol by existence of PEG used as a binding material. 

In order to consider it as paste state, tablet form, granularity, and the sh^e of a pill after that, 

the device of a conventional type is used and compressed. 
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[0027]In the process of enforcing this method, existence of PEG enables solution of the 
problem in manufacture. At the beginning, PEG does not change the solubility of an active 
principle (aspirin), and carries out help which limits that aspirin is returned as a crystal within 
a base, and, as a result, improvement of a fine crystal state is urged to it. The gestalt of a base 
is made with regular sponge-like granulation so that it may furthermore see by photograph 
N0.2 of attachment. 

[0028]The problem (apply to homogeneity) about separation and the base of the fine crystal 
of aspirin is also avoidable. The survival PEG which remained after evaporation of the main 
solvent serves as a binder, and, thereby, a fine crystal is bound firmly in an adsorption wall. 
As a result, the loss in manufacture is avoidable after an evaporation process. Since the fine 
crystal is regularly distributed in a sorbitol group agent, homogeneous distribution remains, 
and since this is seen also with a final product, it becomes homogeneous [ an ingredient ]. 
[0029]A tunic firm fiirthermore is formed in sorbitol particles by PEG, and the plasticity of a 
mixture becomes good in a pressing operation by this tunic. Since the whole homogeneity is 
maintained while there is a life of a product, the qxiality of the active principle first intended 
also on the level of administration and quantity can be obtained. By finally performing the 
concentration cycle of a base in succession, it supposes that the dose of (each cycle consists of 
an impregnation process and an evaporation process) and a tablet is fi-om 10 mg of acetyl 
salicylic acid per 1 dose of 300 to 500-mg tablet, adjusts correctly, and texture ♦♦♦♦♦♦ is 
made. 

[0030]This dose is suitable to acquire a curative effect by local administration. When 
especially this makes a lesion part contact, in the case of a systemic *♦** lesion, an effect is 
acquired by prescribing a medicine for the patient as a hypoglottis agent like cardiovascular 
disease of a certain kind again. Therefore, also in the case of other molecules, the quantity of 
an active principle can be thoroughly adjusted by locality or a systemic thing. According to 
another feature of this invention, in manufacture of a tablet, acidifying agents, such as citric 
acid, are added before the final process of tablet adjustment. This acidifying agent can carry 
out pH of the medium which dissolves with saliva when prescribing a medicine for the patient 
fi*om 3 to 4.5, and acidification can be slightly urged to it. This acid medium prevents aspirin 
hydrolyzing, brings the dissolution rate in saliva forward, and helps contact with membrane, 
and absorption through this. 

[003 1]P£G forms the tunic of a fine crystal, and while the further advantage of this invention 
strengthens binding to a sorbitol group agent by this, it becomes possible to prevent 
phenomena, like acetyl salicylic acid (aspirin) converts into salicylic acid by hydrolysis and 
deacetylation, i.e., generation of acetic acid. Therefore, PEG not only seciures physical 
binding of a fine crystal, but achieves the duty which also protects the chemical nature. 
According to another aspect of affairs of this invention, it can be made to contain in a tablet 
by making hydrophile colloid nature polymer contain at a rate of O.S to 5% to the sorbitol 

9/13 



[JP,07.112936,A] 



which supports the fine crystal of aspirin. 

[0032]By these polymer, after all the fine crystals are located on a base material, it becomes 
usable [ the substance of the polymer type for forming a hydrophilic matrix or the gelled 
network ]. It is in the peripheral area of a tablet and hydrates continuously with saliva, if 
saliva is contacted by a gena, it will decompose, and the latter is returned promptly. Since the 
dissolution is slow, what it is promptly emitted when an aspirin crystal carries out direct 
contact to membrane, and demonstrates the invasion power is avoidable. 
[0033]Thus, since it dissolves selectively before aspirin is emitted fi'om pharmaceutical 
preparation shape, the partial tolerance of a product improves substantially, the quick 
anabolism is attained, and the invasion by stagnation with a mucosal level can be avoided. As 
usable hydrophile colloid nature polymer, there are gum arable, tragacanth gum, pectin 
(polygala KUTORO nick acid), alginic acid, a derivative, carrageenin, agar, guar gum, a 
******** wig, etc. As a cellulose derivative, there are a methyl cellulose, a hydroxyethyl 
cellulose, a hydroxypropyl cellulose, carboxymethylcellulose, a hydroxy propylmethyl 
cellulose, a methylethyl cellulose, etc. As synthetic polymer, there are poly vinyl 
PIRORURIDON, carbovinilic acid (cull BOPORU), etc. There are bentonite, montmorillonite, 
weegum (registered trademark), etc. as an inorganic derivative, as the polymer of living thing 
origin - a xanthene, gelatin, and a scleroglucan - dextran --******. As conversion starch, 
carboxymethyl starch, hydroxyethyl starch, hydroxypropyl starch, and those salts exist. 
[003 4] A manufacturing method is described below. 

1. Single type Ingredient Quantity Functional acetyl salicylic acid . 100 mg effective 
main-ingredients PEG 6000. 125 mg binding material-protecting agent-extender citric acid . 
10 mg pH adjuster sorbitol W60 type 96% of scent 10 mg aromatic Na stearyl fumarate 20 
mg lubricant of a 950 mg supporting agent xanthene 15 mg gelling agent Aspartame 7 mg 
sweetening agent orange Ethanol VA^ manufacture auxiliary agent[0035] 

2. Per [ which consists of manufacture type 4000 multiple or a submull PUCHIRU tablet ] 
one batch Ingredient Quantity Supplier-company acetyl salicylic acid 400 mg Rh 
ne-PoulencPEG 6000 500 mg anhydrous citric acid powder . 40 mg sorbitol W60 3800. mg 
Roguette xanthene 60. Scent 40 mg Robertet of a mg Kelco/Sanofi Bioindustrie Aspartame 28 
mg Searle-SPCI orange Na stearyl fumarate 1 16 mg 96% v/v ethanol 1600 mg[0036]3. 
Device 1 - Balance 2 of the METTLER PM type whose accuracy weighing can be carried out 
up to 4600 g, and is 0.05g - Balance 3 of METTLER PK 36 type whose accuracy weighing 
can be carried out up to 36 kg, and is 0. Ig - bottom and a wall are double, Bat 4 made from 
stainless steel with a [ heating / capacity with a cooling system ] of of 5 1. REXXON type 
pneumatic agitator 5 with - agitating blade - TOPO GRANULATEUR or TURBOSPHERE 
MORITZ type . *♦ granulator / mixer 6 - FREWITT calibrator 7 with a grid which has a 
1.2-nmi mesh hole - Rotary mixer 8 with a container ROEHN Weale type [ with a capacity of 
10 L ] At a flat surface with a - diameter of 19 nmi, a stamp with a bevel.Hie compression 
press of FETIE PIOOO formed type [0037]4. The first process of an operation method : put 
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1600 g of 96%\IV ethanol into the bat made from stainless steel with a capacity of 5 1. The 
portion by which it was doubled is made to circulate through warm water, and it is made for 
the temperature of alcohol to be 30 *♦ **2 

[0038]The second process: Put PEG 6000 500 in ethanol. A solution is stirred for 15 minutes 
until PEG 6000 dissolves thoroughly. If PEG 6000 dissolves thoroughly, a solution will be 
cooled until it becomes 18 **2 **. 

[0039]The third process: Add, stirring the acetyl salicylic acid 400 into the above-mentioned 
solution. 

[0040]The fourth process: Put W60 sorbitol which removed the lump beforehand 3800 in the 
bat of a granulation-mixer. After shutting the lid of a device, it is speed about a mixture. It 
mixes so that it may become homogeneity for 5 minutes. It sets up so that the temperature of 
the double portion of a device may be 50 **. The inside of all the manufacturing processes, 
and revolving speed It carries out. 

[0041]The fifth process: If the temperature of sorbitol will be 30 **, the pressure of a bat will 
be decompressed to 700 mb of minus.It pours in 100 ml of alcohol solutions of acetyl 
salicylic acid at a time, between distributive pouring, the following parameters are used and 
predrying is performed in every two cycle. For 10 seconds, a vacuum is canceled and it 
returns to ambient pressure. The vacua of 700 mb of minus is reproduced for 30 seconds. The 
hand of cut of a mixer must be made reverse and the temperature of the sorbitol mixture under 
being impregnated / drying process work which makes granulator rock must be maintained 
among 28 to 30 (from 25 of tolerance level to 35 ♦♦). 

[0042]The sixth process: If all aspirin solutions are impregnated with sorbitol, it will dry by 

the cycle which used the mixture at the fifth process for 25 minutes. The temperature of a 

mixture is indispensable among 35 to 40 ** in the end of a drying process. 

[0043]The seventh process: Slow down agitating speed to I and cool a mixture to ambient 

temperature. 

[0044]The eighth process: Cover the above-mentioned dry matter over the FREWITT 
calibrator with a grid which has a 1.2-mm mesh hole. The grains applied to the bat of a 
ROEHEN Weale mixer at the calibrator are collected. 

[0045]The ninth process: Put the following into the bat of a ROEHEN Weale mixer. 
The scent Na stearyl ftmiarate mixture of an Aspartame xanthene orange is rotated for 15 
minutes at 20 times per minute of speed, and it uniforms. 

[0046]The tenth process: In the interior of a room which regulated relative humidity to about 
20%, carry the mixture obtained at the above-mentioned process on the rotation press which 
provided a stamp 19 mm in diameter, and compress it. A compression parameter is adjusted 
and the tablet which has the following feature is obtained. 

- Average weight : 1236 mg, **5% of peraiissible error-hardness : From the permissible error 
6 to 8 kg and 12 kg [0047] A tablet is packed after manufacture using the technique usually 
used for this kind of product. This invention can be used for a very broad use. In fact, drugs 
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have many the things which physical and/or are hard to dissolve in the aquosity medium of an 
organism from a chemical feature. Furthermore, among these substances, if some stimulate 
the organization of an alimentary canal, and do not allow existence of the foodstuffs to which 
a bioavailability is changed but it tries to compensate these faults, in order to obtain drug 
effect, they must increase a dose, it is alike occasionally, it carries out and abnormalities are 
sometimes caused [ this increase in quantity itself and ] to a digestive system or a whole body 
system by a patient's individual susceptibility. 

[0048]Since it can set in use of the antiphlogistic etc. which treat the inflammation of the 
mouth or an ear-and-nose throat so that direct contact of these may be carried out to a lesion, 
and invasion in the displeasure and organization can be reduced, this invention has an 
interesting thing. Since the dmgs of the circulatory system, a diuretic, the object for lung 
diseases, the medicine for central nervous systems, antiviral nature and immune stimulation 
nature, carcinostatic medicine, a thing with a hormone action, a thing with other drug effect, 
etc. can be prescribed for the patient by a sublingual administration method without 
displeasure besides an antiphlogistic, this invention is interesting. 

[0049]For that purpose, the dissolution within saliva is promoted and it must be made it not 
only to reducing the stimulus and the unpleasant taste to the inner-mouth sensitive 
organization of this substance, but for the substance prescribed for the patient in this way to 
have to pass to the inside of the body through this course by shortest time. For the purpose, on 
the other hand, displeasure can be removed by the principle used for manufacture of this 
compound, and you can dissolve in a short time, and, on the other side, these manufacture 
principles must be compatible with the technical requirements and means of the medicine 
manufacture industry. It is also known well that there are the various restrictions needed in 
order to press down the manufacturing cost of the regulation about the stability of a product 
and drugs to the minimum furthermore. 

[0050]These people provide here the method of solving the problem of using the effective 
main ingredients made into it in detailed absorption in order to promote the solubility in the 
inside of saliva in the first place and to reduce unpleasant nature in the first place. The 
technical problem which was not solved until it furthermore continued till today by this 
method in the manufacture of a substance by which detailed absorption was carried out is also 
solved, and it is not that in which this method raises the cost price of these new products, 
Therefore, the therapy of many illnesses is simplified, and it is made to progress and 
contributes to the profits of the members of medical, or the general public. 
[OOSl]The above-mentioned explanation of this invention described aspirin preparation in 
detail. The substance of this crystalline does not melt into water easily, it deposits at the same 
time it contacts acid (pH l.S) gastric mucosa, and crystallization follows it. This quick 
crystallization caused the intolerance seen by a large majority of test subjects, and the gastric 
mucosa in contact with aspirin bleeds, even when healthy. Therefore, although it seems in the 
therapy of the inflammation of a gena / tooth part, or a pharynx part that it is unsuitable to 
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prescribe aspirin for the patient in a general course (on the reaction in the stomach), the 
aspirin of 1/10 or less quantity can only be contacted to a lesion region, and desired 
resolution/analgesic effect can be acquired locally. However, since aspirin has an unpleasant 
taste and the acidity has an intolerable thing, it is hard to carry this out It is also known well 
that similarly the thrombus of coronary arteries can be efiRciently prevented from happening 
by a little aspuin (50 per day to 200 mg) anticoagulant effects. However, it is unpossible from 
giving a stimulus to the stomach and intestines and causing bleeding to take in aspirin 
periodically over a long period of time for such a prevention purpose. 
[0052]The method by this invention enables manufacture of an aspirin tablet which is licked 
m the mouth for on the other hand treating the inflammation of a gena / pharynx part 
eflBciently and without displeasure locally, And on the other side, since the danger of 
cardiovascular disease is prevented, too local displeasure and the non-taste can make the dose 
of 20 to 150 mg nothing possible in a hypoglottis course. In order to complement this 
operation, other substances can also be added in aspirin. 

[0053]Other substances can improve a bioavailability and a curative effect by using this 
method. For example, water can be mostly medicated with nifedipine which is insolubility in 
the form of an enteric capsule. 

[0054] When the signs in early stages of an acute infarct are seen, infarction can be prevented 
by pouring this anti-coronary artery disease medicine into the circulatory system promptly. In 
this case, the tablet obtained by this invention can be promptly dissolved by the hypoglottis, 
and nifedipine which is an active principle enters in the cu^culatory system within several 
seconds, and reaches the heart. 



DESCRIPTION OF DRAWINGS 



[Brief Description of the Drawmgs] 

[Drawing llT he figure showing the state of a sorbitol group agent 

[Drawing 21T he figure showing the granulation of the sorbitol which contained the aspirin 
distributed minutely and carried out the tunic by PEG by this method enforcement. 
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Partial translation of Cited Document 2 

(Please refer to this partial translation for claims 1 and 18, and paragraphs 0048-0050. Please 
refer to the mechanical translation by JPO other than this partial translation. If you need further 
5 translation, please let us know.) 

Claims 

1 . A method for formulation of a pharmaceutical for internal use, particularly oral 
10 administration, which comprises at least one active ingredient in a solid form adsorbed onto a 
base agent, and the active ingredient exists in the form of fine particles such that they are finely 
distributed, wherein the method comprises the steps of promoting reduction of the main active 
ingredient by 

dissolving a starting active ingredient in a suitable solvent, 
1 5 impregnating the dissolved solution onto a support for food which has a suitable structure and 
can be mixed pharmaceutically with the main active ingredient, 

evaporating the solvent from the solution adsorbed in the support, and thereby forming fme 
crystals having the base agent adsorbed on their walls and interior, 

wherein the solvent is a bifunctional substance comprising an organic main ingredient and an 
20 adjuvant that is a solid under ambient temperature, soluble in the main solvent, and also has 
lubricating properties. 

1 8. The pharmaceutical of any one of claims 1 to 17, which is present in the firom of fine 
crystals inside a base agent and comprises an active ingredient included in the form of fine 
25 crystals inside a sponge-like or foam-like structures, wherein the size of the fme crystals is 
ordinarily less than 10 microns. 

Written description: paragraphs r0048M0050] 

30 

[0048] When using antiphlogistics or such for treating inflammation of the oral cavity or 
otorhinolarynogologic inflammation, they are positioned so that they directly contact the lesion, 
and discomfort caused by it and invasion to the tissues can be decreased, therefore, this invention 
is of interest. Furthermore, besides antiphlogistics, pharmaceuticals of the circulatory system; 
35 diuretics; pharmaceuticals for lung disease or the central nervous system; antiviral, 

inmiunostimulatory, or anticancer agents; substances with hormonal action; and other substances 



2 



having medicinal effects; and such can administered by sublingual administration method 
without discomfort; therefore, the present invention is of interest. 

[0049] In order to accomplish this, the substance not only has to have stimulation to sensitive 
5 tissues in the mouth and unfavorable taste reduced, but also its dissolution in saliva has to be 
enhanced, and the substance administered in this manner must pass into the body through this 
pathway in the shortest period of time. To realize this, on the one hand, the method must be 
able to remove discomfort and dissolve the substance in a short period of time by the principles 
used to produce the compound, and on the other hand, these production principles must be 
1 0 compatible with the technical requirements and means used in the pharmaceutical industry. 
Furthermore, it is well known that there are regulations regarding product safety and various 
limitations that are said to be required to keep pharmaceutical production costs at a minimimi. 

[0050] First, the present inventors promoted solubility in saliva, and herein provides a method 
1 5 for solving the problem of using the main active ingredient wWch has been subjected to 

microabsorption to reduce discomfort. Furthermore, this method solves technical problems that 
had not been solved to date concerning the production of microabsorbed substances, and since 
this method does not increase the cost of these new products, this will simplify and advance the 
treatment of many diseases and will contribute to the benefit of the clinical staff and the general 
20 public. 
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Decision of Rejection 
(Translation) 



Drafting Date: 
Dispatch Date: 



August 19, 2009 
August 24, 2009 



This patent application is rejected for the reasons stated under Rejections 2 and 
3 in the Notice of Reasons for Rejection dated April 1 8, 2008. 

The Applicant's arguments and amendments have been reviewed and examined, 
but no basis suflScient to overcome the rejection has been found. 

Remarks: 

Reason 2 

Claims: 1 to 36 

Cited Documents: Al to AlO 

Al discloses nanoparticulate drug compositions comprising a poorly soluble 
drug and a copolymer of vinyl pyrrolidone and vinyl acetate as a surface stabilizer of 
the drug. 

A3 discloses nanoparticulate drug compositions comprising a poorly soluble 
dmg and a surface stabilizer of the drug. 

As described in Al and A4 to AlO, since a copolymer of vinyl pyrrolidone and 
vinyl acetate is kno^vn as a surface stabilizer of a microparticle, it is obvious to a person 
skilled in the art to use a copolymer of vinyl pynolidone and vinyl acetate as a surface 
stabilizer used in A3. Furthermore, since it is known to produce microparticles using a 
solvent or non-solvent as described in A2, one skilled in the art would have no difficulty 
in adopting this process. 

It is well within the ability of one skilled in the art to design a copolymer of 
vinyl pyrrolidone and vinyl acetate that has a ratio between vinyl pyrrolidone and vinyl 
acetate within the range defined in claim 1 . 

In view of the effect of the inventions claimed in the above claims, since the 
specification of this application does not disclose any experiments in comparison with 
appropriate comparative examples, it is recognized that the claimed inventions do not 
have any imexpected, remarkably advantageous effect. 
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Reasons 

(2) The phrase "nanoparticulate drug composition'' is used in claims 1 and 23. 
In general, since a ''composition'' is an aggregate comprising multiple types of 
compoimd at a predetermined rate, it is necessary to specify names and relative 
proportions of all the components or to specify main components and use of the 
composition and thereby show components other than the main components and such. 
However, since the compositions recited in the above claims are not specified in such a 
manner, they are imclear as compositions. 

Claims 2 to 21 and 24 to 36 are also imclear for the same reason. 



If the Applicant is dissatisfied with the above decisions, he/she may file an 
appeal with the Commissioner of the JPO within three months (four months for 
residents abroad) from the dispatch date of this Decision (Japanese Patent Law Section 
121(1)). 

Instructions in accordance with Administrative Case Litigation Law. Article 

46(2) 

The Applicant may only file an action for revocation of the decision given on 
the appeal filed against this decision (Japanese Patent Law Section 178(6)) 
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Notice of Reasons for Rejection 
(Translation) 



Drafting Date: 
Dispatch Date: 
Sections Applied: 



April 18, 2008 
April 24, 2008 
29(1), 29(2), and 36 



This application is rejected for the reasons stated below. If the Applicant has any 
arguments against the reasons, such arguments should be submitted within three months 
from the dispatch date of this Notice of Reasons for Rejection. 



Rejections 



1 . The inventions claimed in the following claims are not patentable under 
Japanese Patent Law Section 29(l)(iii), because they have already been described in the 
documents listed as Group A below, which were distributed in or outside of Japan, or made 
publicly available through electric telecommunication lines, prior to the filing of the 
present application. 

2. The inventions claimed in the following claims are not patentable under 
Japanese Patent Law Section 29(2), because they have already been obvious to a person 
skilled in the art before the filing of the present application in view of the inventions 
described in the docimients listed as Group A below, which were distributed in or outside 
of Japan, or made publicly available through electric telecommunication lines, prior to the 
filing of the present application. 

3. The claims of this application fail to comply with the requirements under 
Japanese Patent Law Section 36(6)(ii), for the reasons mentioned below. 

Reasons (Regarding the cited documents, see Group A below) 

Group A 

1. Japanese Patent Application Kokai Publication No. (JP-A) H i 0-67758 (unexamined, 
published Japanese patent application) 

2. JP-A (Kokai) S63-240936 ^(^ViS 5 1 ) ? S'l^^) 

3. WOOO/18374 
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4. JP-A (Kokai) H06-292825 

5. S.T.P. PHARMA SCIENCES, Vol.2, No.2, pp.186-192 (1992) 

6. Pharmaceutical Research, V0LI6, No.U, pp.1722-1728 (1999) 

7. European Journal of Pharmaceutics and Biopharmaceutics, Vol.49, No.3, pp.237-242 
(2000) 

8. Japanese Patent Application Kohyo Publication No. (JP-A) H07-503003 (unexamined 
Japanese national phase publication corresponding to a non- Japanese international 
publication) U3 C ^ b\ I 3m 3 y 

9. Labo-Pharma Probl. Tech., VoL32, No.348, pp.835-837 

10. Joumal of Microencapsulation, VoLlO, No.l, pp.89-99 (1993) 

Rejections 1 and 2 

Claims: 1 to 38 

Cited Docxmients: Al to AlO 

Remarks: 

Al discloses nanoparticulate drug compositions comprising a poorly soluble dmg 
and a copolymer of vinyl pyrrolidone and vinyl acetate as a surface stabilizer of the drug. 

A3 discloses nanoparticulate drug compositions comprising a poorly soluble dmg 
and a surface stabilizer of the dmg. 

As described in Al and A4 to AlO, since a copolymer of vinyl pyrrolidone and 
vinyl acetate is known as a surface stabilizer of a microparticle, it is obvious to a person 
skilled in the art to use a copolymer of vinyl pyrrolidone and vinyl acetate as a surface 
stabilizer used in A3. Furthermore, since it is known to produce microparticles using a 
solvent or non-solvent as described in A2, adoption of this process would be well within 
the skill of the art. 

Accordingly, it is recognized that the inventions claimed in the above claims do 
not have any imexpected, remarkably advantageous effect. 

Rejection 3 

1) The term "about" used in claims makes the claimed inventions indefinite, 

2) The phrase "nanoparticulate drug composition" is used in claims 1, 24, and 25. 
In general, since a "composition" is an aggregate comprising multiple types of compound 
at a predetermined rate, it is necessary to specify names and relative proportions of all the 
components or to specify main components and use of the composition and thereby show 
components other than the main components and such. However, since the compositions 
recited in the above claims are not specified in such a manner, they are unclear as 
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compositions. 

Claims 2 to 22 and 26 to 38 are also unclear for the same reason. 

3) Although claim 23 is directed to "use", no technical means (procedure, process 
and such) are clearly described as specific contents of the claimed invention. Thus, claim 
23 is unclear. 

4) The meaning of the phrase "nanoparticulate/drug/copolymer composition" used 
in claim 24 is unclear. 

5) It is unclear what period and conditions are meant by the phrase "for a time and 
under conditions suflBcient to" used in claim 24. 

6) Although claim 26 depends from claims 24 and 25, the phrase "liquid 
dispersion medium" is not used in claims 24 and 25. 

7) It is unclear what is meant by the phrase "at least one surface stabilizer which is 
not a copolymer of vinyl pyrrolidone and vinyl acetate" used in claims 7 and 3 1 . 

8) Claim 1 recites "wherein the drug has a solubility in at least one liquid 
dispersion medium of less than about 10 mg/mL", and it is unclear whether the 
"nanoparticulate drug composition" comprises a "liquid dispersion mediimi" as a 
component. 

Accordingly, the inventions claimed in the above claims and claims depending 
from them are indefinite. 
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